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NEWS EXPRESS January 6 CURRENT WINDOWS VERSION IS V6.01a, 

CURRENT MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 OCTOBER 2002 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 
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Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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FILE 'HOME' ENTERED AT 16:56:44 ON 06 MAR 2003 
=> 8 medline caplus 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS" at an arrow prompt {=>) for a list of 
commands which can be used in this file. 



=> file medline caplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE » MEDLINE' ENTERED AT 16:57:02 ON 06 MAR 2003 

FILE 'CAPLUS' ENTERED AT 16:57:02 ON 06 MAR 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

»> 8 adenovirus and (promoter (A5) ITR (aS) (polyadenylation or polyA or "poly (A) " or termination)) and (e2f or 
DHFR or DPA or c-myc or B-myb) 
MISSING OPERATOR 'PROMOTER (AS' 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

=> s adenovirus and (promoter (s) ITR (s) (polyadenylation or polyA or "poly (A) " or termination)) and (e2f or DHFR 

or DPA or c-myc or B-myb) 

LI 2 ADENOVIRUS AND (PROMOTER (S) ITR (S) (POLYADE^fYLATION OR POLYA 

OR "POLY (A)" OR TERMINATION)) AND (E2F OR DHFR OR DPA OR C-MYC 
OR B-MYB) 

»> d ibib abs 1-2 
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AB The present invention relates to adenoviral vectors and their use in 
methods of gene therapy. The present invention provides novel viral 
vectors and methods useful for the minimization of leaky gene expression, 
and, in particular, of nonspecific transcriptional read- through of genes. 



Such constructs may be obtained by the insertion of an insulating sequence 
into a vector construct, such as for example a termination signal sequence 
upstream of the transcription initiation site of the resp. transcription 
unit. Provided is a recombinant viral vector comprising an adenoviral 
nucleic acid backbone, wherein said nucleic acid backbone comprises in 
sequential order: a left ITR, a termination signal 
sequence, an E2F-1 promoter which is operably linked 

to a gene essential for replication of the recombinant viral vector, an 
adenoviral packaging signal, and a right ITR. 
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AB The present invention relates to oncolytic adenoviral vectors and their 
use in methods of gene therapy. Provided is a recombinant viral vector 
comprising an adenoviral nucleic acid backbone, wherein said nucleic acid 
backbone comprises in sequential order: a left ITR, a 
tennination signal sequence, an E2F responsive 
promoter which is operably linked to a gene essential for 
replication of the recombinant viral vector, an adenoviral packaging 
signal, and a right ITR. The adenoviral vectors may also 
comprise a polynucleotide encoding a cytokine such as GM-CSF that can 
stimulate a systemic immune response against tumor cells. The preferred 
vector Ar6pAE2fF comprises an adenovirus vector that uses a 
fragment of the human E2F-1 promoter to selectively regulate ElA 
expression and thus adenoviral replication in tumor cells. Ar6pAE2fF 
selectively kills Rb-pathway defective tumor cells over normal primary 
cells, and is preferentially replicated in human tumor cell lines vs. 
normal primary cells. This vector has a superior early toxicity profile 
to the non- selective replication competent virus, Addl327, when 
administered i.v. in SCID mice and provides advantages in efficacy, 
selectivity, and safety as compared to the oncolytic viral vector 
Addll520. Arl7pAE2fTrtex is a particularly preferred, tumor-selective 
oncolytic adenovirus designed for the treatment of a broad range 
of cancer indications involving the two most common alterations in human 
cancer, namely defects in the Rb-pathway and overexpression of telomerase. 
Arl7pAE2f Trtex utilizes a E2F-1 promoter to control expression 
of the adenoviral ElA gene and the adenoviral E4 gene is controlled by a 
hTERT (human telomerase reverse transcriptase) promoter. Arl7pAE2 f Trtex 
is expected to replicate in the majority of cancer cells, lead to tumor 
selective expression of toxic viral proteins, cytolysis, and enhancement 
of sensitivity to chemotherapy, cytokines, and cytotoxic T lymphocytes. 
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AB Early region 4 (E4) of bovine adenovirus type 3 (BAV-3) was 

analyzed by Northern blotting, RT-PCR analysis, cDNA sequencing, and SI 
nuclease protection assays. The transcriptional map of the E4 region of 
BAV-3 has tnarJ^ed dissimilarities from those of mouse adenovirus 
-1, ovine adenovirus -2 87, and human adenovirus-2 , for 
which the transcriptional maps have been constructed. The E4 region of 
BAV-3, located between 98.6 and 89.8 MU transcribes seven distinct classes 
of bovine adenovirus type 3 mRNA. The seven mRNA species formed 
by the removal of one to three introns share both the 3' end and a short 
5' leader (25 nucleotides) . The E4 mRNAs can encode at least five unique 
polypeptides, namely, 143R1, 69R, 143R2, 268R, and 219R. Isolation of a 
repli cat ion -competent recombinant ''BAV404'' containing 1.9-kb insertion 
[glycoprotein (gD) of bovine herpesvirus 1, under the control of a SV40 
early promoter and poly (A) j in the region 

between E4 and the right ITR suggested that this region is 
nonessential for BAV-3 replication. Expression of gD by BAV404 recombinant 
virus was confirmed by immunoprecipitat ion with gD- specific monoclonal 
antibodies. Analysis of the kinetics of protein expression indicated that 
gD is expressed at both early and late times postinfection. These results 
suggest that: (a) E4 produces seven 5 ' -3 ' coterminal mRNAs and (b) the 
right terminal region of BAV-3 can be used for the expression of vaccine 
antigens . 

Copyright 1999 Academic Press. 
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AB The effect of rev (art/trs) gene on the level of HIV-1 envelope (env) 
expression using recombinant adenovirus was investigated. 
Recombinant adenoviruses expressing either the envelope or the 
rev gene of the human immunodeficiency virus type 1 (HIV-1) were 
constructed by inserting the gene into an expression cassette. The 
expression cassette contained the adenovirus type 7 major late 
promoter, followed by leader 1 of the adenovirus 

tripartite leader and a portion of intron between leaders 1 and 2, leaders 
2 and 3, and a hexon polyadenylation signal. The cassette was 
then inserted at the terminal region between the E4 and ITR 
regions of the adenovirus 7 genome with a concomitant E3 region 
deletion (80-87 m.u.) . A549 cells infected with the recombinant virus 
containing the env gene produced the envelope glycoproteins gpl60, gpl20, 
and gp41. HIV-1 envelope gene expression was greatly enhanced (20- to 
50 -fold) in the cells that were simultaneously infected with the 
recombinant adenovirus containing the rev gene as measured by 
ELISA and Western blotting. Interestingly, this effect was observed 
despite the lack of the 5' down splice site for rev and seems to be 
post - transcriptional . Another recombinant adenovirus which 
contains both the rev and the env genes was constructed by inserting the 
rev gene in the deleted E3 region and the env gene in the terminal 
cassette. This double recombinant virus expressed high levels of env 
antigen in A549 cells similar to those attained upon co-infection with two 
separate recombinant viruses containing the rev or env gene. Furthermore, 
the rev gene nucleotide sequence could be altered without altering the 
amino acid sequence and its sequences truncated by 17 amino acids from the 
C- terminus had no effect of rev function. 
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The invention relates to cloning vectors for producing adenoviral minimal 
viruses, consisting of: a) two adenoviral inverted terminal repeats (ITRs) 
which are flanked by ab) two restriction sites with a recognition sequence 
more than 8 bp in length, and enclose ac) an adenoviral packaging signal, 
ad) a multiple cloning site for inserting therapeutic DNA fragments into 
which non-coding mammalian chromosomal DNA may addnl . be cloned, ae) 
(optionally) a recognition site for a recombinase situated between one of 
the ITRs and the adenoviral packaging signal, and af) (optionally) a 
reporter gene cassette; b) a bacterial plasmid backbone with replication 
origin and bacterial resistance gene, into which ba) a packaging signal of 
a bacteriophage is cloned. Thus, minimal adenoviral vector cloning 
plasmid pMVX-Bg was created. This plasmid consists of an 
adenovirus 5 5'-iTR, a human chromosomal stuff er, a 
Rouse sarcoma virus promoter linked to a lacZ gene and an SV40 
polyA sequence, an adenovirus 5 3'-ITR, an 

I-Scel restriction site, an ampR gene, a cos site, and another I-Scel 
restriction site. 
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The present invention relates to an expression vector for expressing 
foreign DNA- Said DNA at its 3' end has a sequence which prevents the 
replication of the expression vector from occurring in the opposite 
direction to the transcription of said expression vector. The invention 
also relates to a prepn. contg. such an expression vector and to the use 
of both in the permanent expression of foreign DNA in cells. Thus, 



PRIORITY APPLN. INFO.: 



AB 



expression vector pAAV-ADA, comprising adeno-assocd. virus 5'- and 3'- 
ITRs, mouse metal lothionein promoter, human adenosine 
deaminase cDNA, SV4 0 poly A sequence, and a 

replication fork barrier, was prepd . COS cells infected with 
adenovirus and expressing AAV rep and cap genes were used to prep, 
virus particles. Infection of cells with these virus particles led to 
permanent expression of the ADA gene. 
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Adenoviral vectors contg. a DNA sequence encoding a lung surfactant 
protein are described. The adenoviral vector may be a 
replication-deficient adenoviral vector which is free of at least the 
majority of the El and E3 DNA sequences. Thus, the recombinant adenoviral 
vector AVISPBI contg. human surfactant protein B (SPB) cDNA was 
constructed through homologous recombination between the 
adenovirus 5 deletion mutant Ad-dl327 and plasmid pAVS6SPB#7. 
Ad-dl327 has a deleted E3 region in which base pairs 28,593-30,470 are 
absent. Plasmid pAVS6SPB#7 contains an adenoviral 5'-ITR, an 
origin of replication contained completely within the 5'-ITR, an 
Ela enhancer and encapsidation signal, a Rous sarcoma virus 
promoter, and adenovirus 5' tripartite leader sequence, 

and the 2-kb human SPB cDNA including the entire protein coding sequence 
(nucleotides 1-1172), and the SV40 poly(A) signal. 

Such vectors may be employed for generation of infectious viral particles 
which may transduce lung epithelial cells in vivo to enable the expression 
of surfactant protein by such cells. The adenoviral vectors can treat 
lung surfactant protein deficiency states such as infant respiratory 
distress syndrome or adult respiratory distress syndrome. 
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